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AB The present invention describes methods for inhibiting angiogenesis in 
tissues using vitronectin avp5 antagonists. The 
ctvp5-mediated angiogenesis is correlated with exposure to 
cytokines including vascular endothelial growth factor, transforming 
growth factor-a and epidermal growth factor. Inhibition of 
avp5-mediated angiogenesis is particularly preferred in 

vascular endothelial ocular neovascular diseases, in tumor growth and in 
inflammatory conditions, using therapeutic compns . containing avp5 
antagonists. Thus, cyclopeptide cyclo (Arg-Asp-Gly-D-Phe-N-MeVal ) (I) was 
prepared by standard solid-phase methods using 9-f luorenylmethoxycarbonyl 
( Fmoc ) 

chemical I and related RGD cyclopeptides, as well as N-sulf onyl-O- 
guanidinylalkyltyrosine derivs . , monoclonal antibodies, and synthetic 
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matrix metalloproteins peptides and fusion proteins were tested for 
angiogenesis inhibition in a number of models, including an in vivo rabbit 
eye model . 
IC ICM C07K014-435 

ICS C07K014-705; C07K014-78; C07K016-28; A61K038-16; A61K038-39; 
A61K039-395 

CC 34-3 (Amino Acids, Peptides, and Proteins) 

Section cross-reference ( s ) : 1, 15, 63 
ST angiogenesis inhibitor cyclopeptide vitronectin antagonist prepn; 
antitumor sulf onyltyrosine deriv prepn; monoclonal antibody prepn 
angiogenesis inhibitor; matrix metalloproteinase analog prepn angiogenesis 
inhibitor; eye disease treatment angiogenesis inhibitor prepn 
IT Peptides, preparation 

RL: BAC {Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(cyclic; preparation of cyclopeptides as antitumor agents and 
avp5 mediated angiogenesis inhibitors for treatment of eye 
diseases) 
IT Eye, disease 

(diabetic retinopathy; preparation of cyclopeptides, sulf onyltyrosine 
derivs., and monoclonal antibodies as antitumor agents and 
avp5 mediated angiogenesis inhibitors for treatment of eye 
diseases ) 
IT Eye, disease 

(macula, degeneration; preparation of cyclopeptides, sulf onyltyrosine 
derivs., and monoclonal antibodies as antitumor agents and 
avp5 mediated angiogenesis inhibitors for treatment of eye 
diseases) 
IT Antibodies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(monoclonal; preparation of matrix metalloproteinase fusion protein analogs 
and monoclonal antibodies as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
IT Angiogenesis inhibitors 

Antiarthritics 

Antiglaucoma agents 

Antirheumatic agents 

Antitumor agents 

(preparation of cyclopeptides, sulf onyltyrosine derivs., and monoclonal 
antibodies as antitumor agents and avp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
IT Eye, disease 

(retinopathy; preparation of cyclopeptides, sulf onyltyrosine derivs., and 
monoclonal antibodies as antitumor agents and avp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
IT Integrins 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(ctvp3, inhibitors; preparation of cyclopeptides, sulf onyltyrosine 
derivs., and monoclonal antibodies as antitumor agents and 
avp5 mediated angiogenesis inhibitors for treatment of eye 
diseases ) 

IT 137813-35-5P 137813-36-6P 137894-01-OP 
153127-33-4P 161659-55-8P 170930-40-2P 
170930-42-4P 171035-58-8P 171035-59-9P 
188968-51-6P 188969-00-8P 199807-30-2P 
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199807-33-5P 199807-34-6P 199807-35-7P 
199807-36-8P 199807-38-0P 200122-47-0P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of cyclopeptides as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
IT 188576-21-8 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclopeptides as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
IT 199807-31-3P 199807-32-4P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclopeptides as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
IT 141907-41-7DP, Matrix metalloproteinase, synthetic peptide and 
protein analogs 200014-08-OP 200014-09-1P 
200014-10-4P 200014-11-5P 200014-12-6P 
200014-13-7P 200014-14-8P 200014-15-9P 
200014-16-OP 200014-17-1P 200014-18-2P 
200014-19-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of matrix metalloproteinase fusion protein analogs and 
monoclonal antibodies as antitumor agents and avp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
IT 188575-95-3P 188575-97-5P 188575-98-6P 
188576-02-5P 188576-03-6P 188576-04-7P 
188576-05-8P 188576-06-9P 199807-23-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of sulf onyltyrosine derivs. as ctvp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
IT 110-52-1, 1, 4-Dibromobutane 111-24-0, 1 , 5-Dibromopentane 
556-03-6, DL-Tyrosine 556-52-5, Oxiranemethanol 
594-44-5, Ethanesulfonyl chloride 873-74-5, 
p-Aminobenzonitrile 2386-60-9, Butanesulf onyl chloride 
3978-80-1 10147-36-1, Propanesulf onyl chloride 
21286-54-4, 10-Camphorsulf onyl chloride 38184-47-3, 
3, 5-Dimethylpyrazole-l-carboxamidine nitrate 70642-86-3 
142847-18-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of sulf onyltyrosine derivs. as ctvp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
IT 18869-47-1P 19391-35-6P 129439-63-0P 

178380-48-8P 188575-90-8P 188575-91-9P 
188575-92-0P 188575-93-1P 188575-94-2P 

188575- 96-4P 188576-01-4P 188576-07-0P 

188576- 08-1P 188576-09-2P 188576-10-5P 
188576-11-6P 188576-14-9P 188576-15-0P 
188576-16-1P 199807-22-2P 199807-24-4P 
199807-25-5P 199807-26-6P 199807-27-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of sulf onyltyrosine derivs. as otvp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
IT 137813-35-5P 137813-36-6P 137894-01-0P 
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153127-33-4P 161659-55-8P 170930-40-2P 
170930-42-4P 171035-58-8P 171035-59-9P 
188968-51-6P 188969-00-8P 199807-30-2P 
199807-33-5P 199807-34-6P 199807-35-7P 
199807-36-8P 199807-38-0P 200122-47-OP 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of cyclopeptides as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
RN 137813-35-5 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-valyl) ( 9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 137813-36-6 HCAPLUS 

CN Cyclo (L-alanyl-L-a-aspartyl-D-phenylalanyl-L-valyl-L-arginyl) ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



H 




y O 

Ph 



RN 137894-01-0 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-L-phenylalanyl-D-valyl ) ( 9CI ) 
(CA INDEX NAME) 
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Absolute stereochemistry. 



H2N 




(CH 2 )3 



NH 




N S 



H 



i-Pr 



H O I 

Ph"' 



NH 



, C02H 



RN 153127-33-4 HCAPLUS 

CN Cyclo (D-arginylglycyl-L-a-aspartyl-L-phenylalanyl-L-valylglycyl) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 



^ C02H 



Searched by Mary Jane Ruhl x 22524 



Page 5 



Harris 09/194,552 



21/06/2004 



RN 161659-55-8 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-valyl) , 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




• HC1 

RN 170930-40-2 HCAPLUS 

CN L- Phenylalanine, L-tyrosyl-L-threonyl-L-alanyl-L-a-glutamyl-L- 

cysteinyl-L-lysyl-L-prolyl-L-glutaminyl-L-valyl-L-threonyl-L-arginylglycyl- 
L-cc-aspartyl-L-valyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




NH 



H2N 



(CH 2 )3^ 



H 
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PAGE 1-B 

NH2 




O OH 




PAGE 2-B 




RN 170930-42-4 HCAPLUS 

CN L- Phenyl alanine, L-tyrosyl-L-threonyl-L-alanyl-L-a-glutamyl-L- 

cysteinyl-L-lysyl-L-prolyl-L-glutaminyl-L-valyl-L-threonyl-L-arginylglycyl- 

L-a-aspartyl-L-valyl-, trif luoroacetate (salt) (9CI) (CA INDEX 

NAME) 
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CRN 170930-40-2 

CMF C75 H116 N20 024 S 

Absolute stereochemistry. 



PAGE 1-A 




(CH 2 ) 3-^_ 



H2N" 



N 
H 
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HO2C 



i-Pr 



PAGE 2 -A 




0 CO2H 



PAGE 2-B 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F~ C~ C02H 
F 

RN 171035-58-8 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-L-phenylalanyl-D-valyl ) 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 137894-01-0 
CMF C26 H38 N8 07 



Absolute stereochemistry. 
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H 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— C-C02H 
F 

RN 171035-59-9 HCAPLUS 

CN Cyclo (L-alanyl-L-a-aspartyl-D-phenylalanyl-L-valyl-L-arginyl ) , 
monohydrochloricle (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 

^N. ^NH2 
(CH 2 )S" I] 




• HC1 

RN 188968-51-6 HCAPLUS 
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CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-N-methyl-L-valyl ) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

H 




RN 188969-00-8 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-N-methyl-L-valyl) , 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

H 

/ N \ . NH2 




• HC1 

RN 199807-30-2 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-glutamyl-D-phenylalanyl-N-methyl-L-valyiy 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 



Page 11 



Harris 09/194,552 



21/06/2004 



Nv , NH2 



HO; 




RN 199807-33-5 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-valyl ) , 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 137813-35-5 
CMF C26 H38 N8 07 

Absolute stereochemistry. 



H2N. 



H 



NH 



(CH 2 )3 
H J 9 H 




i-Pr 



NT S 



^N 
H O 



^NH 



^C02H 



O 



Ph 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F— C- C02H 
F 

RN 199807-34-6 HCAPLUS 

CN Cyclo (D-arginylglycyl-L-a-aspartyl-L-phenylalanyl-L-valylglycyl) , 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 153127-33-4 
CMF C28 H41 N9 08 

Absolute stereochemistry. 




-C02H 



CM 



CRN 76-05-1 
CMF C2 H F3 02 



F- C- C02H 
F 

RN 199807-35-7 HCAPLUS 
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CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-N-methyl-L-valyl ) , 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 188968-51-6 
CMF C27 H40 N8 07 



Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— C- CO2H 
F 



RN 199807-36-8 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-glutamyl-D-phenylalanyl-N-methyl-L-valyl) , 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 199807-30-2 
CMF C28 H42 N8 07 

Absolute stereochemistry. 
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H 

1NL /NH2 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C- C02H 
F 

RN 199807-38-0 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-N-methyl-L-valyl) , 
monomethanesulfonate (9CI) (CA INDEX NAME) 

CM 1 

CRN 188968-51-6 
CMF C27 H40 N8 07 

Absolute stereochemistry. 

H 

.N. , NH2 




CM 2 

CRN 75-75-2 
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CMF C H4 03 S 



0 



HO- S-CH3 
0 



RN 200122-47-0 HCAPLUS 

CN Cyclo (L-alanyl-L-a-aspartyl-D-phenylalanyl-L-valyl-L-arginyl ) , 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 137813-36-6 
CMF C27 H40 N8 07 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C- C02H 
F 



IT 188576-21-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of cyclopeptides as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
RN 188576-21-8 HCAPLUS 
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CN L-Valine, N2- [ (1, 1-dimethylethoxy ) carbonyl] -L-arginylglycyl-L-a- 
aspartyl-D-phenylalanyl-, 5-methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 199807-31-3P 199807-32-4P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclopeptides as antitumor agents and avp5 
mediated angiogenesis inhibitors for treatment of eye diseases) 
RN 199807-31-3 HCAPLUS 

CN L-Valine, N2- [ ( 9H-f luoren-9-ylmethoxy ) carbonyl] -N5- [imino [ [ (4-methoxy- 
2, 3, 6-trimethylphenyl) sulfonyl] amino] methyl ] -L-ornithylglycyl-L-a- 
aspartyl-D-phenylalanyl-N-methyl-, 3- (1, 1-dimethylethyl ) ester, - monosodium 
salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




C02H 0 



PAGE 2 -A 

• Na 

RN 199807-32-4 HCAPLUS 

CN L-Valine, N5- [imino [ [ ( 4-methoxy-2 , 3, 6-trimethylphenyl) sulfonyl] aminojmethy 



Searched by Mary Jane Ruhl x 22524 



Page 17 



Harris 09/194,552 



21/06/2004 



1] -L-ornithylglycyl-L-a-aspartyl-D-phenylalanyl-N-methyl-, 
3- (1, 1-dimethylethyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO 




(CH 2 )3 




OBu-t 



C0 2 H 



Me 



Pr-i 



PAGE 1-B 



IT 141907-41-7DP, Matrix metalloproteinase, synthetic peptide and 
protein analogs 200014-08-OP 200014-09-1P 
200014-10-4P 200014-11-5P 200014-12-6P 
200014-13-7P 200014-14-8P 200014-15-9P 
200014-16-OP 200014-17-1P 200014-18-2P 
200014-19-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of matrix metalloproteinase fusion protein analogs and 
monoclonal antibodies as antitumor agents and avp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
RN 141907-41-7 HCAPLUS 

CN Proteinase, matrix metallo- (9CI) (CA INDEX NAME) 



STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-08-0 HCAPLUS 



CN 



410-631-Gelatinase (human TBE-1 cell reduced) (9CI) (CA INDEX NAME). 



STRUCTURE DIAGRAM IS NOT AVAILABLE 
RN 200014-09-1 HCAPLUS 

CN 439-631-Gelatinase (human TBE-1 cell reduced) (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-10-4 HCAPLUS 

CN 439-512-Gelatinase (human TBE-1 cell reduced) (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-11-5 HCAPLUS 

CN 439-546-Gelatinase (human. TBE-1 cell reduced) (9CI) (CA INDEX NAME) 
*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
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RN 200014-12-6 HCAPLUS 

CN 510-631-Gelatinase (human TBE-1 cell reduced) (9CI) 



(CA INDEX NAME) 



*'** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-13-7 HCAPLUS 

CN 543-631-Gelatinase (human TBE-1 cell reduced) (9CI) (CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-14-8 HCAPLUS 

CN 400-627-Gelatinase (chicken clone p72K3.1 reduced) (9CI) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-15-9 HCAPLUS 

CN 435-627-Gelatinase (chicken clone p72K3.1 reduced) (9CI) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-16-0 HCAPLUS 

CN 435-508-Gelatinase (chicken clone p72K3.1 reduced) (9CI) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE 
RN 200014-17-1 HCAPLUS 

CN 435-542-Gelatinase (chicken clone p72K3.1 reduced) (9CI) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-18-2 HCAPLUS 

CN 506-627-Gelatinase (chicken clone p72K3.1 reduced) (9CI) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 200014-19-3 HCAPLUS 

CN 539-627-Gelatinase (chicken clone p72K3.1 reduced) (9CI) 



(CA INDEX NAME) 



(CA INDEX NAME) 



(CA INDEX NAME) 



(CA INDEX NAME) 



(CA INDEX NAME) 



(CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 188575-95-3P 188575-97-5P 188575-98-6P 

188576-02-5P 188576-03-6P 188576-04-7P 

188576-05-8P 188576-06-9P 199807-23-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of sulf onyltyrosine derivs . as otvp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
RN 188575-95-3 HCAPLUS 

CN L-Tyrosine, O- [4- [ ( aminoiminomethyl ) amino]butyl] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



C0 2 H 



H2N 




0 



Bu-n 



RN 188575-97-5 HCAPLUS 

CN L-Tyrosine, O- [4- [ (aminoiminomethyl ) amino] butyl] -N- [(1,1- 
dimethylethoxyjcarbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 188575-98-6 HCAPLUS 

CN D-Tyrosine, O- [4- [ ( aminoiminomethyl ) amino] butyl ] -N- (butylsulf onyl ) 
{CA INDEX NAME) 



(9CI) 



Absolute stereochemistry. 



C0 2 H 



H2N 




RN 188576-02-5 HCAPLUS 

CN L-Tyrosine, O- [5- [ (aminoiminomethyl) amino] pentyl ] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




O 0 



RN 188576-03-6 HCAPLUS 

CN Tyrosine, O- [ [3- [ 4- (aminoiminomethyl) phenyl] -2-oxo-5-oxazolidinyl ] methyl ] - 
, dihydrochloride (9CI) (CA INDEX NAME) 
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PAGE 1-A 

NH 

II 

C— NH2 




PAGE 2 -A 

I 

HO2C-CH-CH2 
NH 2 



• 2 HC1 



RN 188576-04-7 HCAPLUS 

CN Tyrosine, O- [ [3- [4- ( aminoiminomethyl ) phenyl] -2-oxo-5-oxazolidinyl ] methyl ] - 
N- (butylsulf onyl ) - (9CI) {CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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PAGE 1-A 

NH 

II 



C-NH2 




PAGE 2 -A 

I 

HO2C-CH-CH2 
O 

n-Bu-S-NH 
0 

RN 188576-05-8 HCAPLUS 

CN Tyrosine, 0- [ [3- [4 - ( aminoiminomethyl ) phenyl] -2-oxo-5-oxazolidinyl] methyl] - 
N- (propylsulf onyl ) - (9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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PAGE 1-A 

NH 

II 

C~ NH2 




PAGE 2 -A 

I 

HO2C-CH-CH2 
0 

II 

n-Pr-S-NH 
0 



188576-06-9 HCAPLUS 

Tyrosine, 0- [ [3- [4- ( amino iminome thy 1 ) phenyl] -2-oxo-5-oxazolidinyl] methyl ] - 
N- ( ethyl sulfonyl ) - (9CI) {CA INDEX NAME) 
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PAGE 1-A 

NH 

C-NH2 




PAGE 2 -A . 

I 

HO2C-CH-CH2 
0 

Et— S-NH 
0 

RN 199807-23-3 HCAPLUS 

CN L-Tyrosine, 0- [4- [ ( aminoiminomethyl ) amino] butyl ] -N- [[[(lS,4R)-7, 7 -dime thy 1- 
2-oxobicyclo[2.2.1]hept-l-yl]methyl]sulfonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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H 




/ / Me 
R 



IT 110-52-1, 1, 4-Dibromobutane 111-24-0, 1 , 5-Dibromopentane 
556-03-6, DL-Tyrosine 556-52-5, Oxiranemethanol 
594-44-5, Ethanesulfonyl chloride 873-74-5, 
p-Aminobenzonitrile 2386-60-9, Butanesulf onyl chloride 
3978-80-1 10147-36-1, Propanesulf onyl chloride 
21286-54-4, 10-Camphorsulf onyl chloride 38184-47-3, 
3, 5-Dimethylpyrazole-l-carboxamidine nitrate 70642-86-3 
142847-18-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of sulf onyltyrosine derivs . as avp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
RN 110-52-1 HCAPLUS 

CN Butane, 1 , 4 -dibromo- (8CI, 9CI) (CA INDEX NAME) 



Br- (CH2) 4~Br 



RN 111-24-0 HCAPLUS 

CN Pentane, 1,5-dibromo- (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 



Br~ (CH2 ) 5 ~ Br 



RN 556-03-6 HCAPLUS 

CN Tyrosine (9CI) (CA INDEX NAME) 




RN 556-52-5 HCAPLUS 

CN Oxiranemethanol (9CI) (CA INDEX NAME) 




CH2-OH 
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RN 594-44-5 HCAPLUS 

CN Ethanesulfonyl chloride (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 



O 

Cl-S-Et 

II 
0 



RN 873-74-5 HCAPLUS 

CN Benzonitrile, 4 -amino- (9CI) (CA INDEX NAME) 




RN 2386-60-9 HCAPLUS 

CN 1-Butanesulfonyl chloride (7CI, 8CI, 9CI) (CA INDEX NAME) 



0 

Cl-S— Bu-n 
0 



RN 3978-80-1 HCAPLUS 

CN L-Tyrosine, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (+) . 



HO' 




O 



RN 10147-36-1 HCAPLUS 

CN 1-Propanesulfonyl chloride (7CI, 8CI, 9CI) (CA INDEX NAME ) 



O 

II 

CI- S— Pr-n 
O 



RN 21286-54-4 HCAPLUS 
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CN Bicyclo [2.2. 1 ] heptane-l-methanesulf onyl chloride, 7 , 7-dimethyl-2-oxo-, 
(1S,4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 




RN 38184-47-3 HCAPLUS 

CN lH-Pyrazole-l-carboximidamide, 3, 5-dimethyl-, mononitrate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 22906-75-8 
CMF C6 H10 N4 



Me 




NH 

- C~~ NH2 



Me 



CM 2 

CRN 7697-37-2 
CMF H N 03 



0= N~ OH 



RN 70642-86-3 HCAPLUS 

CN D-Tyrosine, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 142847-18-5 HCAPLUS 

CN Tyrosine, N- [ ( 1 , 1 -dimethyl ethoxy) carbonyl ] - (9CI) (CA INDEX NAME) 




IT 18869-47-1P 19391-35-6P 129439-63-0P 

178380-48-8P 188575-90-8P 188575-91-9P 
188575-92-0P 188575-93-1P 188575-94-2P 

188575- 96-4P 188576-01-4P 188576-07-0P 

188576- 08-1P 188576-09-2P 188576-10-5P 
188576-11-6P 188576-14-9P 188576-15-0P 
188576-16-1P 199807-22-2P 199807-24-4P 
199807-25-5P 199807-26-6P 199807-27-7P 

RL: RCT (Reactant); SPN (Synthetic preparation) / PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of sulf onyltyrosine derivs. as avp5 mediated 
angiogenesis inhibitors for treatment of eye diseases) 
RN 18869-47-1 HCAPLUS 

CN Tyrosine, methyl ester (9CI) (CA INDEX NAME) 




RN 19391-35-6 HCAPLUS 

CN L-Tyrosine, N- [ ( 1 , 1 -dimethyl ethoxy) carbonyl] -, phenylmethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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0 



HO' 




0 



RN 129439-63-0 HCAPLUS 

CN D-Tyrosine, N- [ ( 1 , 1 -dimethyl ethoxy) carbonyl ] - , phenylmethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



0 



HO 




O 



RN 178380-48-8 HCAPLUS 

CN Carbamic acid, [imino [4- [5- [ [ (methylsulf onyl ) oxy] methyl] -2-oxo-3- 

oxazolidinyl]phenyl]methyl] 1, 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 




RN 188575-90-8 HCAPLUS 

CN L-Tyrosine, O- (4-bromobutyl) -N- [ (1, 1-dimethylethoxy ) carbonyl] 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 188575-91-9 HCAPLUS 

CN L-Tyrosine, 0- ( 4-azidobutyl ) -N- [ (1, 1-dimethylethoxy ) carbonyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 



/ (CH 2 )4 
N3 ^o' 



r 1 



O Ph 
HN. /OBu-t 



RN 188575-92-0 HCAPLUS 

CN L-Tyrosine, 0- (4-azidobutyl ) -, phenylmethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



/ (CH 2 )4 
N3 ^o' 




0 Ph 



NH2 



RN 188575-93-1 HCAPLUS 

CN L-Tyrosine, 0- (4-azidobutyl) -N- (butylsulf onyl ) -, phenylmethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 

O 
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RN 188575-94-2 HCAPLUS 

CN L-Tyrosine, 0- ( 4 -aminobutyl ) -N- (butylsulf onyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 188575-96-4 HCAPLUS 

CN L-Tyrosine, O- ( 4 -aminobutyl ) -N- [ (1, 1-dimethylethoxy ) carbonyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 188576-01-4 HCAPLUS 

CN L-Tyrosine, O- ( 5-bromopentyl ) -N- [ (1, 1-dimethylethoxy) carbonyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 188576-07-0 HCAPLUS 

CN D-Tyrosine, 0- ( 4-bromobutyl) -N- [ (1, 1-dimethylethoxy) carbonyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
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RN 188576-08-1 HCAPLUS 

CN D-Tyrosine, O- ( 4-azidobutyl ) -N- [ (1, 1-dimethylethoxy) carbonyl] -,- 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 188576-09-2 HCAPLUS 

CN D-Tyrosine, 0- ( 4-azidobutyl) -, phenylmethyl ester (9CI) {CA INDEX NAME) 
Absolute stereochemistry. 



^ (CH2)4 
N3 




O Ph 



RN 188576-10-5 HCAPLUS 

CN D-Tyrosine, 0- ( 4-azidobutyl ) -N- (butylsulfonyl ) -, phenylmethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



^ (CH 2 )4 

N3 ^ ^o; 
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RN 188576-11-6 HCAPLUS 

CN D-Tyrosine, 0- ( 4 -aminobutyl ) -N- (butylsulf onyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 188576-14-9 HCAPLUS 

CN Tyrosine, N- (butylsulf onyl ) -, methyl ester (9CI) (CA INDEX NAME) 



0 

II 

NH-S-Bu-n 




CH2""CH 0 
C— OMe 



O 



RN 188576-15-0 HCAPLUS 

CN Tyrosine, N- (propylsulf onyl )-,. methyl ester (9CI) (CA INDEX NAME) 




RN 188576-16-1 HCAPLUS 

CN Tyrosine, N- ( ethylsulf onyl ) -, methyl ester (9CI) (CA INDEX NAME) 



0 



HO' 




NH- S-Et 

I II 
CH2-CH O 

C— OMe 

O 



RN 199807-22-2 HCAPLUS 
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CN L-Tyrosine, 0- ( 4-azidobutyl ) -N- [ [ [ (IS, 4R) -7 , 7 -dimethyl -2- 

oxobicyclo[2.2.1]hept-l-yl]methyl]sulfonyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 199807-24-4 HCAPLUS 

CN Tyrosine, N- [ ( 1, 1-dimethylethoxy ) carbonyl] -0- [ [3- [4- [[[(1,1- 
dimethylethoxy) carbonyl] amino] iminomethyl ] phenyl ] -2-oxo-5- 
oxazolidinyl] methyl]-, methyl ester (9CI) (CA INDEX NAME) 



PAGE 1-A 

NH 0 

II I! 

C— NH~ C— OBu-t 
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PAGE 2 -A 

II I 
MeO-C- CH-CH2 

t-BuO-C-NH 

II 

0 

1998 07-25-5 HCAPLUS 

Tyrosine, N- (butylsulf onyl ) -0- [ [3- [4- [ [ [ (1, 1-dimethyiethoxy) carbonyl ] amino 
] iminomethyl] phenyl] -2-oxo-5-oxazolidinyl] methyl] -, methyl ester (9CI) 
(CA INDEX NAME) 



PAGE 1-A 

NH O 

II II 

C— NH" C— OBu-t 




PAGE 2 -A 

MeO-C— CH-CH2 
O 

n-Bu-S-NH 
O 



199807-2 6-6 HCAPLUS 

Tyrosine, 0- [ [3- [4- [ [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino] iminomethyl] pheny 
l]-2-oxo-5-oxazolidinyl]methyl]-N-(propylsulfonyl) methyl ester (9CI) 
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(CA INDEX NAME) 

PAGE 1-A 



NH 0 




PAGE 2 -A 



n-Pr-S-NH 

II 
0 



199807-27-7 HCAPLUS 

Tyrosine, 0- [ [ 3- [ 4- [ [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino] iminomethyl ] pheny 
1] -2-oxo-5-oxazolidinyl]methyl] -N- (ethylsulf onyl ) methyl ester (9CI) 
(CA INDEX NAME) 
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PAGE 2 -A 

MeO- C- CH-CH2 
0 

II 

Et- S-NH 
0 
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Preparation of tyrosine derivatives as compounds 
useful for inhibition of vitronectin avp5 
integrin-mediated angiogenesis 
Brooks, Peter; Cheresh, David A. ; 
Friedlander , Martin 

Scripps Research Institute, USA; Brooks, Peter; 

Cheresh, David A. ; Friedlander, Martin 

PCT Int. Appl., 12 6 pp. 
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Patent 
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Al 


19970227 
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APPLICATION NO. DATE 

WO 1996-US13194 19960813 



BF, BJ, CF, CG, CI, CM 

AU 1996-68466 19960813 



CN 1996-197429 19960813 

JP 1996-509460 19960813 

RU 1998-104128 19960813 

ZA 1996-6886 19960814 

NO 1998-622 19980213 

PRIORITY APPLN. INFO. : US 1995-514799 A 19950814 

WO 1996-US13194 W 19960813 

GI 



DK, 
LR, 
RU, 
AZ, 

GR, 
PT, 




AB The present invention describes methods for inhibiting angiogenesis in 
tissues using vitronectin avp5 antagonists. The 
avp5-mediated angiogenesis is correlated with exposure to 
cytokines including vascular endothelial growth factor, transforming 
growth factor-a and epidermal growth factor. Inhibition of 
avp5-mediated angiogenesis is particularly preferred in 

vascular endothelial ocular neovascular diseases, in tumor growth and in 
inflammatory conditions, using therapeutic compns . containing avp5 
antagonists. Thus, Boc-Tyr-OCH2Ph (preparation given) was converted in 6 steps 
into guanidino derivative I. I and related guanidine and amidine derivs . were 
useful as angiogenesis inhibitors. 
IC ICM A61K031-12 

ICS A61K038-00; A61K038-04; C07K005-00; C07K007-00; C07K016-00; 
C07K017-00 

CC 34-3 (Amino Acids, Peptides, and Proteins) 

Section cross-reference (s ) : 1, 2, 15, 28, 63 
ST sulfonyltyrosine deriv prepn vitronectin receptor antagonist; monoclonal 

antibody vitronectin angiogenesis inhibitor; RGD cyclic peptide prepn 

angiogenesis inhibitor 
IT Antibodies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(monoclonal; preparation of tyrosine derivs. as compds . useful for 

inhibition of vitronectin avp5 integrin-mediated 

angiogenesis) 
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IT Angiogenesis inhibitors 

(preparation of tyrosine derivs . as compds . useful for inhibition of 

vitronectin avp5 integrin-mediated angiogenesis) 
IT RGD peptides 

RL: BAC (Biological activity or effector, except adverse); BSD (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(preparation of tyrosine derivs. as compds. useful for inhibition of 
vitronectin avp5 integrin-mediated angiogenesis) 
IT Vitronectin receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(avp5; preparation of tyrosine derivs. as compds. useful for 
inhibition of vitronectin avp5 integrin-mediated 
angiogenesis ) 
IT 137813-35-5P 137894-01-OP 153127-33-4P 
161659-55-8P 170930-40-2P 188575-95-3P 

188575- 97-5P 188575-98-6P 188576-00-3P 

188576- 02-5P 188576-03-6P 188576-04-7P 
188576-05-8P 188576-06-9P 188576-17-2P 
188576-18-3P 188576-19-4P 188576-20-7P 
188601-17-4P 188601-18-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of tyrosine derivs. as compds. useful for inhibition of 
vitronectin avp5 integrin-mediated angiogenesis) 
IT 110-52-1, 1, 4-Dibromobutane 111-24-0, 1 , 5-Dibromopentane 
556-03-6, DL-Tyrosine 556-52-5, Oxiranemethanol 
594-44-5, Ethanesulfonyl chloride 873-74-5, 
p-Aminobenzonitrile 2386-60-9, Butanesulf onyl chloride 
3978-80-1 10147-36-1, Propanesulf onyl chloride 
21286-54-4, 10-Camphorsulf onyl chloride 38184-47-3, 
3, 5-Dimethylpyrazole-l-carboxamidine nitrate 70642-86-3 
142847-18-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of tyrosine derivs. as compds. useful for inhibition of 
vitronectin avp5 integrin-mediated angiogenesis) 
IT 19391-35-6P 129439-63-0P 178380-48-8P 
188575-90-8P 188575-91-9P 188575-92-0P 
188575-93-1P 188575-94-2P 188575-96-4P 

188575- 99-7P 188576-01-4P 188576-07-0P 

188576- 08-1P 188576-09-2P 188576-10-5P 
188576-11-6P 188576-13-8P 188576-14-9P 
188576-15-0P 188576-16-1P 188576-21-8P 
188576-22-9P 188576-23-0P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of tyrosine derivs. as compds. useful for inhibition of 
vitronectin avp5 integrin-mediated angiogenesis) 
IT 137813-35-5P 137894-01-OP 153127-33-4P 
161659-55-8P 170930-40-2P 188575-95-3P 

188575- 97-5P 188575-98-6P 188576-00-3P 

188576- 02-5P 188576-03-6P 188576-04-7P 
188576-05-8P 188576-06-9P 188576-17-2P 
188576-18-3P 188576-19-4P 188576-20-7P 
188601-17-4P 188601-18-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
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(preparation of tyrosine derivs. as compcis . useful for inhibition 
vitronectin ocvp5 integrin-mediated angiogenesis ) 
RN 137813-35-5 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-valyl) (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 137894-01-0 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-ct-aspartyl-L-phenylalanyl-D-valyl) (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 153127-33-4 HCAPLUS 

CN Cyclo (D-arginylglycyl-L-cc-aspartyl-L-phenylalanyl-L-valylglycyl) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 1-B 



^C0 2 H 

RN 161659-55-8 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-valyl) , 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



\ 
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• HC1 

RN 170930-40-2 HCAPLUS 

CN L-Phenylalanine, L-tyrosyl-L-threonyl-L-alanyl-L-a-glutamyl-L- 

cysteinyl-L-lysyl-L-prolyl-L-glutaminyl-L-valyl-L-threonyl-L-arginylglycyl- 
L-a-aspartyl-L-valyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




NH 



(CH 2 )3^_ 



H2N 



H 



Searched by Mary Jane Ruhl x 22524 
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PAGE 2-B 



RN 188575-95-3 HCAPLUS 

CN L-Tyrosine, 0- [4- [ (aminoiminomethyl ) amino] butyl] -N- ( butyl sulf onyl ) - ( 9CI ) 
(CA INDEX NAME ) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 
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RN 188575-97-5 HCAPLUS 

CN L-Tyrosine, O- [ 4- [ (aminoiminomethyl ) amino] butyl] -N- [{1,1- 
dimethylethoxy)carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 188575-98-6 HCAPLUS 

CN D-Tyrosine, 0- [4- [ (aminoiminomethyl) amino]butyl] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 188576-00-3 HCAPLUS 

CN L-Tyrosine, O- [4- [ (aminoiminomethyl) amino]butyl] -N- [ [ [ (IS, 4R) -7, 7-dimethyl- 
2-oxobicyclo [2 . 2 . 1 ] hept-l-yl ] methyl] sulf onyl] -, phenylmethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 188576-02-5 HCAPLUS 

CN L-Tyrosine, 0- [5- [ ( amino iminome thy 1 ) amino] pentyl ] -N- (butylsulf onyl ) - ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



H2N 




//w 



o o 



188576-03-6 HCAPLUS 

Tyrosine, O- [ [3- [4- (aminoiminomethyl ) phenyl ] -2-oxo-5-oxazolidinyl] methyl ] - 
, dihydrochloride (9CI) (CA INDEX NAME) 



PAGE 1-A 

NH 

II 



C- NH2 




PAGE 2 -A 

I 

HO2C-CH-CH2 
NH 2 



• 2 HC1 



Searched by Mary Jane Ruhl x 22524 
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RN 188576-04-7 HCAPLUS 

CN Tyrosine, 0- [ [3- [4- (aminoiminomethyl ) phenyl] -2-oxo-5-oxazolidinyl ] methyl] - 
N- (butylsulfonyl) - (9CI) (CA INDEX NAME) 



PAGE 1-A 





PAGE 2 -A 

i 

HO2C-CH- CH2 
0 

n-Bu-S-NH 
0 

RN 188576-05-8 HCAPLUS 

CN Tyrosine, O- [ [3- [4- (aminoiminomethyl ) phenyl] -2-oxo-5-oxazolidinyl ] methyl ] - 
N- {propylsulf onyl ) - (9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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PAGE 2-A 



HO2C-CH-CH2 
0 

II 

n-Pr- S-NH 

II 
0 



RN 188576-06-9 HCAPLUS 

CN Tyrosine, O- [ [3- [4- (aminoiminomethyl ) phenyl] -2-oxo-5-oxazolidinyl] methyl ] 
N-(ethylsulfonyl)- (9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 



Page 47 



Harris 09/194,552 



21/06/2004 




PAGE 2 -A 

I 

HO2C-CH-CH2 
0 

Et— S-NH 
0 

RN 188576-17-2 HCAPLUS 

CN L-Phenylalanine, L-tyrosyl-L-threonyl-L-alanyl-L-a-glutamyl-L- 

cysteinyl-L-lysyl-L-prolyl-L-glutaminyl-L-valyl-L-threonyl-L-arginylglycyl- 
L-a-aspartyl-L-valyl-, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 
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PAGE 2 -A 




0 C02H 



• HC1 



PAGE 2-B 




RN 188576-18-3 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-asparaginyl-N- 
methyl-L-valyl) (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 188576-19-4 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-a-aspartyl-D-phenylalanyl-L-asparaginyl-N- 
methyl-L-valyl) , monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 
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H 




0 



• HC1 



RN 188576-20-7 HCAPLUS 

CN Tyrosine, O- [ [3- [4- ( aminoiminomethyl ) phenyl ] -2-oxo-5-oxazolidinyl] methyl] - 
(9CI) (CA INDEX NAME) 




Searched by Mary Jane Ruhl x 22524 
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PAGE 2 -A 

H02C-CH-CH2 
NH2 

RN 188601-17-4 HCAPLUS 

CN Cyclo (D-arginylglycyl-L-a-aspartyl-L-phenylalanyl-L-valylglycyl) , 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




• HC1 



PAGE 1-B 



^C0 2 H 

RN 188601-18-5 HCAPLUS 

CN Cyclo (L-arginylglycyl-L-ct-aspartyl-L-phenylalanyl-D-valyl ) , 
monohydrochloride (9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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Absolute stereochemistry. 




• HC1 

IT 110-52-1, 1, 4-Dibromobutane 111-24-0, 1 , 5-Dibromopentane 
556-03-6, DL-Tyrosine 556-52-5, Oxiranemethanol 
594-44-5, Ethanesulfonyl chloride 873-74-5, 
p-Aminobenzonitrile 2386-60-9, Butanesulf onyl chloride 
3978-80-1 10147-36-1, Propanesulf onyl chloride 
21286-54-4, 10-Camphorsulf onyl chloride 38184-47-3, 
3, 5-Dimethylpyrazole-l-carboxamidine nitrate 70642-86-3 
142847-18-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of tyrosine derivs. as compds . useful for inhibition of 
vitronectin avp5 integrin-mediated angiogenesis ) 
RN 110-52-1 HCAPLUS 

CN Butane, 1 , 4-dibromo- (8CI, 9CI ) (CA INDEX NAME) 



Br- (CH2) 4~ Br 



RN 111-24-0 HCAPLUS 

CN Pentane, 1 , 5-dibromo- (6CI-, 7CI, 8CI, 9CI) (CA INDEX NAME) 



Br- (CH2) 5~Br 



RN 556-03-6 HCAPLUS 

CN Tyrosine (9CI) (CA INDEX NAME) 




RN 556-52-5 HCAPLUS 

CN Oxiranemethanol (9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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CH2-OH 



RN 594-44-5 HCAPLUS 

CN Ethanesulfonyl chloride (6CI, 7CI, 8CI, 9CI ) 



(CA INDEX NAME) 



0 

CI" S— Et 
0 

RN 873-74-5 HCAPLUS 

CN Benzonitrile, 4-amino- (9CI) (CA INDEX NAME) 



H2N 




CN 



RN 2386-60-9 HCAPLUS 

CN 1-Butanesulfonyl chloride (7CI, 8CI, 9CI) 



(CA INDEX NAME) 



0 

CI— S-Bu-n 
O 

RN 3978-80-1 HCAPLUS 

CN L-Tyrosine, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation ( + ) . 



C0 2 H 




OBu-t 



RN 10147-36-1 HCAPLUS 

CN 1-Propanesulfonyl chloride (7CI, 8CI, 9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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O 

CI— S— Pr-n 
0 



RN 21286-54-4 HCAPLUS 

CN Bicyclo [2 . 2 . 1 ] heptane-l-methanesulf onyl chloride, 7, 7-dimethyl-2-oxo-, 
(1S,4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) , 




R 



RN 38184-47-3 HCAPLUS 

CN IH-Pyrazole-l-carboximidamide, 3 , 5-dimethyl- , mononitrate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 22906-75-8 
CMF C6 H10 N4 



NH 




Me 



CM 2 

CRN 7697-37-2 
CMF H N 03 



O 

II 

0= N- OH 



RN 70642-86-3 HCAPLUS 

CN D-Tyrosine, N- [ { 1 , 1-dimethylethoxy ) car bony 1 ] - (9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 
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Absolute stereochemistry. 



HO' 




-t 



0 



RN 142847-18-5 HCAPLUS 

CN Tyrosine, N- [ ( 1 , 1-dimethylethoxy ) carbonyl] - (9CI) (CA INDEX NAME) 



HO' 




0 



IT 19391-35-6P 129439-63-0P 178380-48-8P 
188575-90-8P 188575-91-9P 188575-92-0P 
188575-93-1P 188575-94-2P 188575-96-4P 

188575- 99-7P 188576-01-4P 188576-07-0P 

188576- 08-1P 188576-09-2P 188576-10-5P 
188576-11-6P 188576-13-8P 188576-14-9P 
188576-15-0P 188576-16-1P 188576-21-8P 
188576-22-9P 188576-23-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of tyrosine derivs. as compds . useful for inhibition of 
vitronectin av(35 integrin-mediated angiogenesis ) 
RN 19391-35-6 HCAPLUS 

CN L-Tyrosine, N- [( 1 , 1-dimethylethoxy ) carbonyl] - , phenylmethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



0 



HO' 




O 



RN 129439-63-0 HCAPLUS 

CN D-Tyrosine, N- [( 1, 1-dimethylethoxy) carbonyl] phenylmethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 
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O 



HO' 




0 



RN 178380-48-8 HCAPLUS 

CN Carbamic acid, [imino [4- [5- [ [ (methylsulf onyl ) oxy] methyl] -2-oxo-3- 

oxazolidinyl] phenyl] methyl] 1 , 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 



NH O 

C~ NH~C~OBu-t 




RN 188575-90-8 HCAPLUS 

CN L-Tyrosine, 0- { 4-bromobutyl ) -N- [ (1, 1-dimethylethoxy ) carbonyl] 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 188575-91-9 HCAPLUS 

CN L-Tyrosine , O- ( 4-azidobutyl ) -N- [ ( 1 , 1-dimethylethoxy) carbonyl ] - , 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 
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RN 188575-92-0 HCAPLUS 

CN L-Tyrosine, 0- ( 4-azidobutyl ) - , phenylmethyl ester- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



0 Ph 



, (CH2) 4 

N3^ ^o' 



NH2 



RN 188575-93-1 HCAPLUS 

CN L-Tyrosine, O- { 4 -azidobutyl ) -N- (butylsulf onyl ) - , phenylmethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 188575-94-2 HCAPLUS 

CN L-Tyrosine, 0- ( 4-aminobutyl ) -N- (butylsulf onyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 188575-96-4 HCAPLUS 

CN L-Tyrosine, 0- ( 4 -aminobutyl ) -N- [ ( 1 , 1-dimethylethoxy) carbonyl] - (9CI) (CA 
INDEX NAME) 

. Searched by Mary Jane Ruhl x 22524 . Page 58 
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Absolute stereochemistry. 




RN 188575-99-7 HCAPLUS 

CN L-Tyrosine, 0- ( 4-azidobutyl ) -N- [ [ [ (IS, 4R) -7 , 7-dimethyl-2- 

oxobicyclo [2.2.1] hept- 1-yl ] methyl ] sulf onyl ] - , phenylmethyl ester ( 9CI ) 
(CA INDEX NAME ) 



Absolute stereochemistry. 




RN 188576-01-4 HCAPLUS 

CN L-Tyrosine, 0- ( 5-bromopentyl ) -N- [ (1, 1-dimethylethoxy ) carbonyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 188576-07-0 HCAPLUS 

CN D-Tyrosine, O- ( 4-bromobutyl) -N- [ (1, 1-dimethylethoxy) carbonyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl 



x 22524 
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RN 188576-08-1 HCAPLUS 

CN D-Tyrosine, 0- ( 4-azidobutyl) -N-.[ ( 1 , 1-dimethylethoxy) carbonyl] 
phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 188576-09-2 HCAPLUS 

CN D-Tyrosine, 0- ( 4-azidobutyl) -, phenylmethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 188576-10-5 HCAPLUS 

CN D-Tyrosine, 0- ( 4-azidobutyl ) -N- (butylsulf onyl )- , phenylmethyl ester (9CI! 
(CA INDEX NAME) 

Absolute stereochemistry. 




Searched by Mary Jane Ruhl x 22524 
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RN 188576-11-6 HCAPLUS 

CN D-Tyrosine, 0- { 4-aminobutyl) -N- (butylsulf onyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 188576-13-8 HCAPLUS 

CN Tyrosine, N- [ (1, 1-dimethylethoxy) carbonyl] methyl ester (9CI) (CA INDEX 
NAME) 



0 



t-BuO-C^NH 0 

.CH2-CH-C- OMe 



HO 



RN 188576-14-9 HCAPLUS 

CN Tyrosine, N- (butylsulf onyl) -, methyl ester (9CI) (CA INDEX NAME) 



O 



HO 




NH— S— Bu-n 
XH2-CH 0 
C- OMe 
O 



RN 188576-15-0 HCAPLUS 

CN Tyrosine, N- (propylsulf onyl ) -, methyl ester (9CI) (CA INDEX NAME) 

0 

NH-S-Pr-n 




CH2^CH O 

I 

C- OMe 
O 



RN 18857 6-16-1 HCAPLUS 
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CN Tyrosine, N- (ethylsulf onyl) -, methyl ester (9CI) (CA INDEX NAME) 




RN 188576-21-8 HCAPLUS 

CN L-Valine, N2- [ (1, 1-dimethylethoxy ) carbonyl] -L-arginylglycyl-L-a- 
aspartyl-D-phenylalanyl-, 5-methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




i-Pr o /N. 



MeO 0 



NH 2 



RN 188576-22-9 HCAPLUS 

CN L-Valine, N2- [ (1, 1-dimethylethoxy) carbonyl] -L-arginylglycyl-L-ot- 
aspartyl-D-phenylalanyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

C0 2 H 0 NH 



i-Pr 




C0 2 H O 



(CH 2 )3 



' N 
H 



NH 2 



OBu-t 



RN 188576-23-0 HCAPLUS 

CN L-Valine, L-arginylglycyl-L-a-aspartyl-D-phenylalanyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Searched by Mary Jane Ruhl x 22524 
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! II H 
C02H 0 
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